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Introduction
Gout is a common inflammatory arthropathy caused by the deposition of monosodium urate crystals in joints and soft tissues. In the general population, the prevalence of gout varies worldwide from 0.1% to approximately 10% and incidence rates vary from 0.3 to 6 cases per 1,000 person-years [1] . In addition to causing excruciating arthritic pain, gout is associated with premature death, classically explained by a high frequency of comorbid conditions, especially renal and cardiovascular diseases [2] [3] [4] . Gout is associated with a progressive functional impairment, reduced quality of life, lost productivity and increased mortality [5, 6] . Recent observational studies implicate both hyperuricaemia and gout as possible risk factors for progression of chronic kidney disease (CKD) suggesting that the treatment of these conditions may lead to measurable clinical benefits [7, 8] . Several small clinical trials have found that treatment with Urate-Lowering Therapy (ULT) reduced the progression of kidney disease [9, 10] . Furthermore, a recent meta-analysis of clinical trials with over 1, 200 patients found that treatment with ULT significantly reduced the risk of major renal and cardiovascular events [11] . This emerging evidence would suggest that treatment and control of gout is especially important among patients with impaired kidney function.
Few studies have examined the burden of gout among individuals with impaired kidney function in the general population or with CKD within the health system. A report from Krishnan using data from the 2009-2010 National Health and Nutrition Examination Survey (NHANES) in the US found that the prevalence of self-reported gout increased from 2.9% in patients with normal renal function to 33.3% among those with glomerular filtration rate (eGFR) < 30 ml/min/1.73m 2 . Adjusting for confounding, individuals with severe renal impairment had a 6-fold higher prevalence of gout compared to those with normal kidney function [12] . Data from the German Chronic Kidney Disease (GCKD) cohort, a prospective observational study of 5,085 patients, found a prevalence of 24.3% among patients with preexisting CKD which increased to 35.6% among those with GFR < 30 ml/min/1.73m 2 [13] .
These studies would suggest that gout is highly prevalent among patients with pre-existing CKD and may contribute significantly to morbidity from arthropathy and accelerated kidney disease progression. Despite these studies there are several unanswered questions with regard to the burden of gout and its management among patients with CKD in the health system. For example, it is unclear to what extent patients with gout who attend specialist renal clinics are treated with ULT and whether treatment rates vary across stage of CKD. Given the paucity of data on the burden and management of gout in health systems we conducted a multicentre cross-sectional study to determine the prevalence of gout and concurrent treatment strategies among CKD patients within the Irish health system.
Materials and methods

Study design
This study was a multicentre cross-sectional study of adult patients with CKD treated at 18 adult specialist nephrology clinics during the first 2 weeks of December 2012 and 2013. All nephrology clinics were invited to participate in the audit and a consecutive sampling approach for patient selection was adopted. The clinics were geographically dispersed across six health regions in the Republic of Ireland (West, Midwest, Northwest, Midlands, East and Southeast). Patients less than 18 years of age or receiving dialysis were excluded. A standardised data collection tool was used to capture anonymised clinical information from medical case records, laboratory information systems and physician clinic letters. Demographic and clinical characteristics were captured including primary cause of kidney disease, comorbid medical conditions, prescribed medications and laboratory values recorded within the previous 3 months [or within 6 months for specific laboratory values for iron indices, parathyroid hormone (PTH), lipids and haemoglobin A1c (HbA1c)]. The study was approved by the Ethics Committee of University Hospital Limerick.
Definition of gout
Gout was defined as the presence of a documented clinical diagnosis of gout on medical case records and/or physician clinic letters or if the patient was receiving ULT. The Estimated Glomerular Filtration Rate (eGFR) was calculated using the Chronic Kidney Disease Epidemiology Collaboration (CKD-EPI) equation [14] and CKD was classified according to the Kidney Disease Improving Global Outcomes (KDIGO) guidelines [15] . The following eGFR categories were defined: � 60 ml/min/1.73 m 2 (Stages 1-2), 30-59 (Stage 3) and <30 (Stages 4-5).
Statistical methods
Descriptive statistics were calculated for continuous variables (reported as mean values and standard deviations or median and IQR where appropriate) and categorical variables (reported as numbers and percentages). Comparisons across groups were made using Fisher's exact tests for categorical variables and Kruskal-Wallis test for continuous variables. Multivariable logistic regression models were fitted to explore the associations of demographic and clinical factors with prevalent gout. Sequential age, and age and sex adjusted models were developed to examine relationships. The explanatory variables included age modelled as 5-year intervals, sex, comorbid medical conditions, laboratory values recorded prior to clinic visit, and prescribed medications. A final multivariate model was constructed to identify the relative contributions of demographic, clinical and treatment factors with the presence of gout. Model performance was assessed using the c-statistic and the adequacy of the logistic models was tested using the Hosmer and Lemeshow goodness-of-fit test. Associations were expressed as odds ratios (ORs) and 95% confidence intervals (CIs) and all analyses were performed using R statistical software [16] .
Results
Baseline characteristics of the study population 
Prevalence of gout
The overall prevalence of gout in the entire cohort was 16.6% and increased significantly from 7.5% in CKD stages 1-2 to 22.8% in CKD stages 4-5, p < 0.005 (Fig 1) . When gout was defined solely by a medical record diagnosis, the prevalence of gout and by CKD stage followed a similar trend (S1 Appendix). The baseline characteristics of the study population by presence or absence of gout are shown in Table 2 . Patients with gout were significantly older, predominantly men, and had significantly higher prevalence of coronary disease than those without gout (p<0.005). 
Gout-specific medications
Overall, 67.9% of patients with gout were receiving ULT as shown in Table 2 and the prevalence of ULT use increased from 55.6% in Stages 1-2 to 58.6 % in Stage 3 and to 77.4 % in Stages 4-5 (p = 0.002). Allopurinol was the most commonly prescribed ULT (62.8%) with a much smaller percentage treated with Febuxostat (5.1%). Colchicine use was recorded in 5.1% of patients while a further 7.7% of gout patients were receiving corticosteroids. None of the patients with gout were recorded as using non-steroidal anti-inflammatory drugs (NSAIDS).
Correlates of gout
The relationship of demographic and clinical factors with gout is illustrated in In the fully adjusted model, lower eGFR and worsening serum albumin remained significant correlates of gout as illustrated in Table 4 . Given that PTH values were available for a smaller percentage of patients (n = 162), an additional analysis was performed in which we restricted to the final model to those with valid PTH concentrations. In this restricted model, a rising PTH concentration was also significant [OR 1.38, (1.08-1.77) per 50 pg/mL increase, p = 0.01. This model had a C-statistic of 0.83.
Discussion
In this large multi-centre study, we found a substantial burden of gout among Irish patients with CKD (16.6%) that increased significantly from 7.5% in patients with mild CKD to 22.8% among patients with moderate to severe CKD (eGFR < 30 ml/min/1.73m 2 ). Gout was more common in men than in women and rates increased with advancing age. Adjusting for differences in age and sex, we found that patients with lower kidney function, lower serum albumin, and worsening secondary hyperparathyroidism were more likely to have gout. Overall, almost 68% of gout patients with CKD were receiving ULT agents, with allopurinol being the most commonly prescribed ULT. Importantly and encouragingly, we observed a significant trend of Recent studies have identified strong relationships between gout and CKD, which are not surprising given that hyperuricaemia, the principal driver of gout, is an inevitable consequence of worsening kidney function [17] . However, only few have quantified the burden of gout and corresponding rates of ULT treatment among patients with pre-existing CKD. In our study, we describe a substantial burden of gout in CKD patients attending specialist clinics in the Irish health system. Our estimate (16.6%) is somewhat lower than that reported by the German Chronic Kidney Disease study (24.3%), which may reflect underlying differences in prevalence in the general population from respective countries or differences in rates of death among gout patients with CKD [13] . However, the pattern of increase in gout prevalence from early CKD to advanced CKD followed near identical trends in both studies with an approximately 3-fold rise in prevalence. These results suggest that at the very least that gout is an extremely common but treatable comorbidity among CKD patients who are already under clinical surveillance in the health system. Our study provides novel insights into the range and extent of treatment strategies for patients with gout managed by kidney specialists in the Irish health system. We report overall treatment rates of 68% for ULT among gout patients with CKD, which are identical to those reported by the German CKD cohort (67%). However, unlike Germany, the principal ULT in Ireland were uricostatic (predominantly allopurinol), as no patient was recorded as receiving uricosuric therapy. Encouragingly, we reveal that rates of ULT use have increased from 55.6% among patients in CKD stage 1-2 to 77.4% for patients with more advanced CKD 4-5 suggesting a propensity to greater ULT prescribing. This trend in prescribing patterns may reflect the increasing recognition by kidney specialists in Ireland that gout is eminently treatable or that gout and/or hyperuricaemia are emerging risk factors for CKD progression [7] [8] [9] [10] [11] . It is equally noteworthy, that colchicine (5.1%) and corticosteroids (7.7%) were the standard therapies for acute flare or flare prophylaxis with no recorded use of NSAIDs. This new data highlights a positive practice pattern that supports avoidance of nephrotoxic medications and kidney function preservation [15] .
Despite the moderately high proportion of CKD patients with gout receiving ULT therapy in this study, a substantial proportion of patients (~32%) nevertheless were untreated. Studies have consistently shown that the treatment of gout is suboptimal in the general population [18] . Prescription rates of ULT vary substantially from as low as 23% (Taiwan), 38% (UK) and 42% (Sweden) to a spectacular 80% in South Korea [19] [20] [21] . Low treatment rates among patients with CKD may be partially explained by the presence of absolute and relative contraindications to the medications, as well as a lack of drug efficacy [22] . Additionally, dietary and lifestyle interventions may account for those not undertaking ULT. Dietary modification is typically suggested as part of the initial treatment for patients with gout, although some suggest it should be ancillary to ULT [23] . Prior to the availability of febuxostat, allopurinol was the principal ULT for patients with gout and impaired renal function. However, the risk of allopurinol hypersensitivity syndrome (AHS) is increased in renal impairment and consequently lingering concerns regarding this infrequent but potentially lethal event may contribute to ULT avoidance in CKD patients [24, 25] . Prior studies have identified strong relationships between hyperuricaemia, the precursor to gout, and several metabolic markers [26] . In the current study, we observed for the first time an inverse relationship between serum albumin and gout. In the final adjusted model, for each 1 g/L lower serum albumin, the likelihood of gout increased by 9%. Low serum albumin may reflect protein-losing states, poor nutritional status, or systemic inflammation. Prior studies have also identified an independent relationship between serum uric acid and the extent of albuminuria [27] [28] [29] [30] . Tseng and colleagues have reported positive increases in urinary albuminuria with increasing serum uric acid concentrations in type 2 diabetes [27] while prospectively designed cohorts have confirmed the predictive impact of hyperuricaemia on albuminuria [28] [29] [30] . Serum albumin is a negative acute phase reactant, and thus low serum albumin levels may also reflect ongoing systemic inflammation associated with gout.
We also uncovered a very strong independent association between elevated PTH and the occurrence of gout. This is an intriguing finding, which suggests that progressive secondary hyperparathyroidism serves to increase the likelihood of gout in the setting of CKD. Previous studies have suggested a strong biological influence of PTH on serum uric acid levels possibly mediated by reduced renal excretion of uric acid [31] [32] [33] [34] [35] . However, in virtually all of these studies, hyperparathyroidism was primary in nature, and correction of which led to a fall in uric acid concentrations [31, 32] . Our study not only extends the observations of previous instigators but for the first time associates secondary hyperparathyroidism of CKD with clinical gout. Indeed in our analysis, a rising serum PTH level was a stronger correlate of gout than worsening eGFR, suggesting a strong pathobiological basis.
Our study is not with limitations. First, the design of the study was cross-sectional in nature with reliance on medical records for data extraction. Therefore, we cannot infer causality between explanatory covariates and gout. Second, although joint aspiration for monosodium urate crystals remains the gold standard for diagnosis in clinical practice, our study relied on a clinical diagnosis from medical records based on physician-diagnosis and/or use of ULT. Inclusion of ULT medications ensured greater capture of clinical gout that may not have been recorded on the patient's medical record. Third, we lacked data on serum uric acid concentrations, and thus were unable to correlate gout or ULT use with target thresholds. Notwithstanding these limitations, the study was multicentre, with participation from a diverse range of nephrology clinics across Ireland, thus strengthening the generalisability. Although a probability sampling strategy would have been preferred, we argue that the application of consecutive sampling to a homogenous population, attending renal clinics across multiple sites reduces bias in relation to the representativeness of the study population. The large sample included a detailed description of patient characteristics including comorbid conditions, measures of kidney function including proteinuria. Finally, our analysis included a detailed description of current prescribed ULT medications as well as medications for acute flares and flare prophylaxis.
Conclusion
In conclusion, our findings demonstrate a substantial burden of gout among patients with CKD in the Irish health system that increases with advancing CKD. Male gender, worsening kidney function, malnutrition and secondary hyperparathyroidism were identified as independent correlates. Almost 68% of patients with CKD were receiving ULT that increased to 77% among patients with Stage 4-5 CKD. Patients with both gout and CKD represent a high-risk group for considerable morbidity and mortality, compounded by the individual contribution of each to adverse clinical outcomes. Given the substantial burden of gout in CKD patients, greater awareness, screening and treatment of gout are key to improving patient outcomes in this population. Future studies should examine dosing of ULT among CKD patients and the extent to which treatment targets are achieved in order to prevent the complications of gout and potentially slow the progression of CKD.
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